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(57) Abstract 

The invention concerns the use for making medicines with waking effect in conditions of disorders affecting wakefulness related to 
morphine treatment, of sulphinyl benxhydryl compounds of formula (I) in which: each of the cycles is substituted by one or several groups 
F. CI. Br, CF* NO2. NH 2 , C1-C4 alkyl, C1-C4 alkoxy, methylenedioxy; R is -OH. H, C1-C4 alkyl, C1-C4 hydroxyalkyl, or R1R2N-Y-, 
where Y is a hydrocarbon radical in C1-C4 with linear or branched chain; n is a whole number equal to 1, 2 or 3; and their additive salts 
when R comprises a basic radical. Said medicines enable to reduce sleepiness in patients without affecting the antalgic effect of morphine. 
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USE OF SULFINYL BENZHYDRYL DERIVATIVES 
FOR TREATING DRUG-RELATED SLEEPINESS 

The object of the invention is a new therapeutic utilization of sulfinyl benzhydryl 
derivatives. 

More specifically, it is concerned with the utilization of such derivatives in situations 
with problems with wakefulness related to an analgesic treatment as applied in severe 

'v ■ 

pathologies, such as cancer or for the sequelae of severe painful diseases. 

Approximately 40% of cancer patients have to face pain during the evolution of their 
disease. 

This occurs either because of the unfavorable progression of the cancer or because of 
sequelae of the various treatments employed. 

A few years ago, the World Health Organization established a number of principles 
for the treatment of pain in oncology. Notably, it considered that morphine should occupy 
an important place in this treatment. 

Due to this impetus, and in spite of the cultural prejudices relating to morphine, this 
product is now prescribed and accepted more and more easily. 

While its great efficacy on the analgesic level does not need to be demonstrated any 
longer, one cannot keep quiet about its side effects, in particular, the sleepiness which it 
causes. The various studies, which evaluated it, report that 30 to 50% of patients on 
morphine are bothered by this when they take it within the framework of the chronic 
treatment of cancer. 

The present progress of research in the treatment of pain is mostly oriented toward 
the perspective of decreasing these side effects, particularly sleepiness. 
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The products which the clinician has available today are essentially amphetamine 
derivatives. However, these derivatives have major disadvantages, related to their adverse 
cardiovascular and neuropsychological effects on the one hand and dependence during long- 
term usage on the other hand. 

When searching for a solution to this problem, the inventors turned to the evaluation 
of the effect of known compounds in a context of morphine treatment based on their waking 
effect and on their ability to stimulate wakefulness. 

Thus, they were able to verify that, unexpectedly, such compounds antagonize 
selectively the hypnogenic effect of morphine, without affecting its analgesic activity and 
without creating any other drawbacks. 

It was also verified that these selective antagonistic effects are also manifested toward 
the somnolence states induced by drugs classically administered with morphine, such as 
analgesics, antidepressants and anxiolytic agents. 

Therefore, the invention has the aim of producing drugs, of compounds capable of 
having a wakening effect in situations with problems of wakefulness related to a morphine 
treatment (this expression involving the utilization of morphine or of drugs currently used in 
this context, as the case may be). 

It is also aimed at new pharmaceutical presentations that permit one to obtain, in 
combination, all the desired effects. 

According to the invention, for the production of such drugs, sulfinyl benzhydryl 
compounds are used which have general formula (I), 
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in which, 



each of the rings may be substituted by one or several F, CI, Br, CF 3 , N0 2 , NH 2 , C r 
C 4 alkyl, C r C 4 alkoxy, methylenedioxy groups; 

R represents a hydroxyl group, a hydrogen atom, a C r C 4 alkyl group, a Cj-C 4 
hydroxyalkyl group or an RjRjN-Y- group, where Y is a C,-C 4 hydrocarbon group with a 
linear or branched chain; 

n is an integer equal to 1, 2 or 3; and their addition salts when R has a basic group. 

Preferably, R represents an -OH group or a hydrogen atom. 

In particular, the invention is aimed at the utilization of sulfinyl benzhydryl aceto- 
hydroxamic acid having formula (II), 



called adrafinil according to the international name and marketed under the trademark 
Olmifon®. 

More especially, it is aimed at the utilization of its metabolite, namely, sulfmyl 
benzhydryl acetamide having the formula (HI), 





c-:- so- ( c-: 2 ) --onkjc:-: 
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which has the common international name modafinil and is marketed under the brand name 
Modiodal®. 

The compounds used according to the invention are known for their selective activity 
for stimulating awakening and wakefulness and are widely used for the treatment of narcolep- 
sy and idiopathic hypersomnia. 

Surprisingly, when used in the context of a morphine treatment, as the case may be, 
combining it with the administration of antidepressants and/or anxiolytic and/or analgesic 
drugs, they permit a considerable reduction of the state of sleepiness evaluated according to 
the Epworth scale, while assuring maintenance of the analgesic properties of morphine and 
those of antidepressant, anxiolytic and analgesic drugs. Thus the patient is returned to a life 
with satisfactory relationships. 

According to an advantageous embodiment of the invention, the said drugs contain at 
least one compound having formula (I) in an amount of 50 to 600 mg, preferably 100 to 300 
mg. 

During the manufacture of the drugs, the active ingredients are mixed with pharma- 
ceutical^ acceptable vehicles for the chosen mode of administration. 

Thus, for oral administration, the drugs are prepared in the form of gelcaps, tablets, 
coated tablets, capsules and analogous forms. 

For administration by the injectable route, the drugs are in the form of solutions in 
injectable ampules. 
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One can also use transcutaneous administration in the form of a patch. 

As explained in the examples, very favorable results were obtained in clinical 
application, with the administration of approximately 200 to 400 mg of Modiodal® per day in 
1 or 2 intakes, and approximately 1200 to 1800 mg of Olmifon® per day in 2 intakes. 

According to another aspect of utilization of the effects resulting from the combined 
administration of analgesics and/or antidepressants and/or anxiolytic agents on the one hand, 
and the product that stimulates wakefulness on the other hand, the invention provides a 
pharmaceutical presentation characterized by the fact that it contains, respectively, the two 
types of drugs, with an appropriate package insert. 

In this presentation, the drugs are in galenic forms, which are appropriate for the 
chosen route of administration. 

In order to illustrate the invention, but without limiting its scope, the results of 
observations on patients carried out in a confidential manner, within a hospital stay, are 
reported below. The consent of the patients was obtained after they were explained the 
measured modes of the prescription. 

Case No. 1 

Mrs. M., born in 1937, is suffering from breast cancer on the right side since 1991. 
After having undergone a local surgical and radiotherapy treatment, she presented in 1993 
the first pain that indicated metastatic spreading to the bones. 

Chemotherapy treatment was initiated immediately. 

These first painful difficulties led her to a consultation for the pain, where a morphine 
treatment was initiated rapidly. This provided relief but caused a high degree of sleepiness 
which went all the way to limit or even stop the prescription at the request of the patient. 
Between 1994 and 1997, Mrs. M. was regularly followed in consultation for the pain. 
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The morphine treatment was started again several times because of the occurrence of 
the painful episodes related to the appearance of new metastatic centers in the bones and then 
stopped again when the radiotherapy treatment, which was then initiated, became effective. 

Starting from January 1996, the morphine treatment could no longer be interrupted. 
Its efficacy was moderated by the limitation of the progression of dosage because of the 
sleepiness that it caused. 

Facing the progression of the painful phenomena, at the end of October 1997, the 
patient was hospitalized. At that time, the dosage of Moscontin® was 100 mg twice every 24 
hours, her EVA score was 60, while sleepiness, evaluated on the Epworth scale, was 20. 
An increase of Moscontin® to 160 mg twice per 24 hours was initiated. After stabilization of 
the analgesic level to an EVA score of 30, treatment with Modiodal® was initiated at the 
beginning at a dosage of 100 mg, but then increased rapidly to 200 mg. This dosage 
permitted the Epworth score to drop to below 10. This degree of wakefulness permitted the 
patient to take up family relationships of better quality. The efficacy of the analgesia and her 
better level of wakefulness made it possible for her to go for walks with accompaniment. It 
should also be pointed out that, in this patient, increased food intake resulted in a weight gain 
of 2 kg in 10 days. 

Case No. 2 

Mrs. B., born in 1952, was suffering from breast cancer since 1987. 
This metastasized to the lung, liver and bones. 

In September 1997, very disabling costal pain appeared on the right side, which led 
the patient to go to consultation for pain. Together with flashes of radiotherapy, an analgesic 
treatment was begun, which was based on a combination of dextropropoxyphene, paracet- 
amol and clonazepam. The patient has already taken oral morphine during the course of her 
disease and rejected this product because of its effect of causing sleepiness. She desired to 
continue to exercise her profession. However, because of the persistence of painful 
phenomena, going to oral morphine proved to be obligatory. The treatment was done with 
Skenan®, at a dose of 30 mg twice per 24 hours. The patient was seen again after 48 hours. 
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She evaluated her pain at 30 on the EVA scale, but was very sleepy. She did not desire to 
increase the morphine dose. Seven days later, the patient came to consultation again and the 
rate of the pain was 60 and her state of sleepiness varied significantly, near 16 on the 
Epworth scale. Hospitalization was accepted with the purpose of equilibrating the pain and 
somnolence. 

The doses of Skenan® were doubled at first and was immediately combined with 200 
mg of Modiadal® [spelled Modiodal before]. The result was favorable rapidly, both on the 
level of pain (EVA 20) as well as on the level of wakefulness (grade lower than 10). Upon 
leaving the hospital, Mrs. B. was able to take up her professional activities again. 

Case No. 3 

Mr. L , born in 1922, has been treated since 1994 for prostate cancer. In July 1997, 
localization in the cervical vertebrae was revealed based on signs of medullar compression. 
Laminectomy was practiced first, followed by radiotherapy. These treatments were able to 
stabilize the neurological lesions. However, Mr. L. still had cervical pain which led to the 
initiation of an analgesic treatment with slow-release oral morphine. This treatment, which 
consisted in the administration of Moscontin® at a rate of 30 mg twice per 24 hours, was 
poorly tolerated, both from the digestive point of view (nausea) and cognitive point of view 
(significant disorientation). At first hospitalization was proposed. This permitted initiation 
of a treatment with subcutaneous morphine continuously with an electric syringe in 
combination with clonazepam given orally. The patient left the hospital, with the grading of 
his pain on an EVA scale of 30. However, significant sleepiness persisted. 

On the vertebral level, the signs of neurological compression reappeared progressive- 
ly. Since care became difficult at home, Mr. L. was hospitalized again in mid-October. 
Upon arrival to the hospital, his cervical pain level was always controlled by a moderate 
dose of morphine (40 mg) administered subcutaneously. However, he exhibited a major state 
of sleepiness which prevented any dialog with his family (20 on the Epworth scale). 
Treatment with Modiodal®, 100 mg, and then 200 mg, permitted him to recover a state of 
wakefulness which had a grade clearly greater than 12. 
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Case No. 4 

Mrs. Q., born in 1929, had her left eye removed in 1995 because of a melanoma of 
the choroid after all conservative therapeutic resources were exhausted. In 1997, metastasis 
in the liver appeared for which a chemotherapy treatment was performed. In the month of 
October 1997, she came to consultation for vertebral pain graded 60 on the EVA scale. Oral 
morphine treatment with Moscontin®, 100 mg x 2 permitted stabilization of these painful 
phenomena (EVA = 40) but at the cost of a disabling state of sleepiness. Hospitalization 
with the purpose of controlling the problem of sleepiness was accepted by the patient. A 
treatment with modafinil, at a dose of 300 mg, permitted progressive improvement, namely 
going from a sleepiness index of 23 to 11. 

Case No. 5 

Mrs. B., born in 1911, was followed for breast cancer. Metastatic development 
occurred in the bones. She had a cotyloidien metastasis which was very painful and 
prevented any movement of the hips. Radiotherapy could not control the pain problem. A 
morphine treatment was initiated at home, which very quickly resulted in severe sleepiness, 
making it impossible to care for her at home. Analgesia was not obtained correctly (EVA = 
40). Hospitalization permitted control of the pain problem by using subcutaneous morphine 
at a rate of 40 mg (equivalent dose greater than the dose that she took orally), as well as the 
sleepiness with a dose of 200 mg of modafinil per day (the sleepiness index went from 22 to 
15). 

These experimental cases show the efficacy of modafinil on morphine-induced 
sleepiness and even on that associated with clonazepam. 

Thus, the invention provides a means to activate the wakefulness structures of a 
patient on morphine treatment causing a state of sleepiness, without any effect on the 
peripheral system. In particular, the invention permits, at least partially or even totally, a 
return to a normal physical condition for a patient suffering from cancer or of painful 
sequelae of severe diseases. It also permits an increase of the tolerance to morphine. 
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PATENT CLAIMS 

1. Utilization for the manufacture of drugs with a wakefulness effect in situations of 
problems with wakefulness related to a morphine treatment, of sulfinyl benzhydryl com- 
pounds corresponding to the general formula (I), 




in which, 

each of the rings may be substituted by one or several F, CI, Br, CF 3 , N0 2 , NH 2 , 
C,-C 4 alkyl, C,-C 4 alkoxy, methylenedioxy; 

R represents a hydroxy! group, a hydrogen atom, a C r C 4 alkyl group, a C r C 4 
hydroxyalkyl group or an R^N-Y- group, where Y is a C,-C 4 hydrocarbon group with a 
linear or branched chain; 

n is an integer equal to 1, 2 or 3; and their addition salts when R carries a basic 

group. 

2. Utilization according to Claim 1, characterized by the fact that R represents an 
-OH group or a hydrogen atom. 

3. Utilization according to Claim 2, characterized by the fact that the sulfinyl 
benzhydryl compound is sulfinyl benzhydryl acetohydroxamic acid having formula (II), 
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c-> so- ( c-: 2 ) a -CC-NK 2 0K 



\_/ 



4. Utilization according to Claim 2, characterized by the fact that the sulfinyl 
benzhydryl compound is sulfinyl benzhydryl acetamide having the formula (HI), 



5. Utilization according to any of Claims 1 to 4, characterized by the fact that the 
said drugs contain sulfinyl benzhydryl compounds at a rate from 50 to 600 mg, preferably 
from 100 to 300 mg. 

6. Utilization according to Claim 5, characterized by the fact that the drugs are 
prepared for oral administration in the form of gelcaps, tablets, coated tablets or capsules. 

7. Utilization according to Claim 5, characterized by the fact that the drugs are 
prepared for administration by injection, in the form of solutions in injectable ampules. 

8. Utilization according to Claim 5, characterized by the fact that the drugs are 
prepared for transcutaneous administration in the form of a patch. 

9. Pharmaceutical presentations, characterized by the fact that they contain analgesic 
and/or antidepressant and/or anxiolytic drugs on the one hand and drugs with a wakefulness- 
stimulating effect on the other hand, with a package insert. 




CK- SO- ( G-: 2 ) n-CO-NH: 
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(57) Abstract 



The invention concerns the use for making medicines with waking effect in conditions of disorders affecting wakefulness related to 
morphine treatment, of sulphinyl benzhydryl compounds of formula (I) in which: each of the cycles is substituted by one or several groups 
F, CI, Br, CF 3 , NO2, NH2, C1-C4 alkyl, C1-C4 alkoxy, methylenedioxy; R is -OH, H, C1-C4 alkyl, C1-C4 hydroxyalkyl, or R1R2N-Y-, 
where Y is a hydrocarbon radical in C1-C4 with linear or branched chain; n is a whole number equal to 1, 2 or 3; and their additive salts 
when R comprises a basic radical. Said medicines enable to reduce sleepiness in patients without affecting the antalgic effect of morphine. 

(57) Abreg* 



L* invention conceme rutilisation, pour la fabrication de medicaments a effet d*6veil dans des situations de troubles de la vigilance 
Wis a un traitement morphinique, des compose" s de benzhydryl sulfinyle de formule (I), dans laquelle, chacun des cycles est subsume" par 
un ou plusieurs groupes F, CI, Br, CF3, NO2, NH2, alkyle en C1-C4, alcoxy en C1-C4, mdthylenedioxy; R est -OH, H, alkyle en C1-C4, 
hydroxyalkyle en C1-C4, ou R1R2N-Y-, ou Y est un reste hydrocarbone" en C1-C4 a chaine lin6aire ou ramifiee; n est un entier egal a 
1, 2 ou 3; et leurs sels d'addition lorsque R comporte un reste basique. Ces medicaments permettent de require retat de somnolence des 
patients sans affecter 1'effet antalgique de la morphine. 
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UTILISATION DE DERIVES DE BENZHYDRYL SULFINYLE POUR TRAITER LA SOMNOLENCE D'ORIGDME 
MEDICAMENTEUSE 



5 

L 1 invention a pour objet une nouvelle utilisation en 
therapeutique de derives de benzhydryl sulfinyle. 

Elle concerne , plus specialement , 1 'utilisation de 
tels derives dans des situations de troubles de la 
10 vigilance lies a un traitement anti-douleur tel qu 1 applique 
dans des pathologies lourdes comme le cancer, ou pour les 
sequelles douloureuses d 1 affections graves. 

40% environ des patients cancereux ont en effet au 
cours de Involution de leur maladie a faire face a la 
15 douleur. 

Celle-ci survient soit du fait de la progression 
defavorable du cancer, soit du fait de sequelles des 
differents traitements entrepris. 

L 1 Organisation Mondiale pour la Sante a etabli, il y a 
20 plusieurs annees, un certain nombre de principes pour la 
prise' en charge de la douleur en cancerologie:/ Elle a, 
notanunent /rappele la place importance que . devait tenir , la-, 
morphine dans ce traitement . 

Gri.ce a cette impulsion, et malgre les prejuges 
25 culturels tournant autour de la morphine, ce produit . est 
maintenant prescrit et accepte de plus en plus facilement. 

Si sa grande efficacite sur le plan antalgique ri'est' 
plus a demontrer, on ne.' peut pas passer sous -silence ses 
effets secondaires, en particulier- la somnolence qu'elle 
30 provoque. Les differentes etudes „, qui l'ont evaluee 
rapportent qu*elle gene 30 a 50% des. patients sous morphine 
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lorsque celle-ci , est . prise dans le cadre : d-'un traitement 
chronique du cancer. . 

- .„ Les demarches de recherche ,,actuelles dans l e 
traitement de : la : . douleur. spnt.. en ma j orifce? brientees vers la 
perspective de voir . ;diminuer ces ef f ets secondaires, et 
tout particulierement la somnolence. 

Les produits,dpnt , dispose; le clinicien a ce jour sont 
essentiellement, . des. derives amphetaminiques. " Cependant de 
tels derives sont a I'origine d • inconvenients majeurs, lies 
a leurs effets cardiovasculaires et neuropsychiques 
indesirables d.'une part, et de' dependance lors de 1 'usage a 
long terme, d* autre part. 

En recherchant une solution k ce probleme, les 
inventeurs se sont orientes vers 1' Evaluation des effets, 
dans un contexte de traitement morphinique, de composes 
connus pour leur pouvoir eveillant et . leur .capacite a 
stimuler la vigilance. 

;'Ils^ont-pu:;ainsi v verifier^. que;-: de mariiere" inattendue, 
de "tels composes " antagonisaient- selectivemeht I'effet 
hypnogene de la morphine, sans af fecter : son activite 
antalgique/et ce sans creer d'autres inconvenient s . 
: v ^ 'il: a. egalement ete verifie que ces effets 
aritagonistes selectif s s » exergaient aussi •■ * vis-A-vis des 
etats de somnolence • -induits par les : ; medicaments 
classiquement - adihinistres avec la morphine, tels que les 
antalgiques, anti-depresseurs et anxyolytiques. 

- L 1 invention " vise : done 1* utilisation, pour la 
fabrication de medicaments, de composes capables d'exercer 
un effet eveillant - dans' des situations de troubles de la 
vigilance- * : lies : a ; un ' trkitement morphinique (cette 
expression englobant 1 'utilisation de morphine ou derives 
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de cell'e-ci- : avec le cas echeant les medicaments couramment 
utilises dans ce type de contexte) . 

Ell'e>.Li"viise ' egalement de nouvelles presentations 
pharmaceutdqiies • permettant d'obtenir conjointement 
5 1' ensemble des ef f ets- recherches . : " "* : • 

Conformement .^•'^■■1 1 invention,- - ; - on- •* -utilise, pour la 
fabrication desdlts medicaments-, 1 ^des :: - composes de benzhydryl 
sulfinyle repondant a la f dirmule 1 geiieral'e" (I)-/ 



!0 




15 ■. - - • ' :r ; " ' 

dans laguelle, - *■ ' ' >*-;..-.■ .. - ; 

- chacun " des * cycles- . peut- etre' ^sxibstltue'c par ^ un . bu plusieurs 
groupes F, CI, Br, CF 3 , N0 2 , NH 2 , alkyle en £±-£4, alkoxy en C 1 -C 4> 

20 methylenedioxy ; ; 

- R represente un groupe hydroxyle, - un atome d Vhydrogene , 
un groupe alkyle . en 0 X -C A , un .groupe. hydroxyalkyle en C^-Ci, 
ou un groupe. R^N-Y-, ou. Y est un. reste hydrocarbone en C x - 
C 4 a chaine lineaire ou ramifiee ; 

25 - n ; est un entier. egal a<--l,2..\OU 3 ;; -et ileurs sels 
d'addition lorsque R comporte :iin reste basique. '• 

De maniere preferee,. R represente ..un - groupe -OH ou . un 
atome, d 1 hydrogene. . \ . 

L • invention . vise en., particulier ^'utilisation de 
30. l'acide benzhydryl ,sulf inyl-acetohydroxamique ...de formule 
(ID., . ■ - ■ • ' • 
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designe par -,;.-adraf inil ■ selon la' -denomination'-* comme 
internationale et commercialise : sous la marque bimifbii®. 

Elle -vise - tout specialement 1 ' utilisation de son 
metabolite , ; : a -savbir le 'benzhydryl' sulfiriyl ac<§tamide de 
formule "(III) - : ' ' •• *'-"- f - : "- ; - 



15 




20 repondant a ^la - denomination commune internationale de 
mddaf inil et commercialise sous la marque Modiodal . 

Les composes utilises selon 1' invention sont connus 
pour leur activite selective de stimulation de l'eveil et 
de la vigilance et sotit largement utilises pour le 

25 traitement de la narcolepsie et de 1 1 hypersomnie 
idiopathique-. 

De manie're surprenante> utilises dans le contexte d'un 
traitement morphinique associe le' cas ; echeant a 
* - - -1 1 administration d ' anti-depre'sseurs ' et/ou ' anxiolytiques 
30,- et/ou ■ antalgiques, ils permettent de reduire 
considerablement - : I'etat" de somnolence/ evalue • selon 
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I'echelle Epworth, tout en assurant le maintien des 
proprietes antalgiques de la morphine et celles des 
medicaments anti-depresseurs, anxiolytiques ou antalgiques. 
Le patient se trouve ainsi retabli dans une vie 
5 relatiohelle satisf aisante . - - 

Selon un mode de realisation avantageux de 
1* invention, lesdits medicaments ' renferment au moins un 
compose de formule (I), a raison de 50 a 600 mg de 
preference de 100 a 300 mg. 
10 Lors de 1 1 elaboration ..des medicaments, -les principes 

actifs sont melanges avecles vehicules pharmaceutiquement 
acceptables pour le mode d' administration chqisi. 

Ainsi pour une administration par voie orale, les 
medicaments sont prepares sous forme de gelules, comprimes, 
15 dragees, capsules, et analogues. 

Pour 1 ■ administration .par' voie injectable, les 
medicaments se presentent sous forme de solutions dans des 
ampoules in j ectables . 

On peut egalement avoir recours a une administration 
20 par voie transcutanee, sous forme de patch. . - 

Comme expose dans les exemples, des resultats tres 
f avorables . ont ete obtenus en clinigue avec des 

administrations de 200 a 400 mg environ par jour de 

® 

Modiodal , en 1 ou 2 prises, et de 1200 a 1800 mg environ 
..25 par .jour d'Olmifon® en 2 prises. 

Selon un autre aspect mettant a profit- les ef fets 
resultant, de 1 'administration - conjointe .d 1 antalgiques, 
et/ou d 1 anti-depresseurs et/ou anxiolytiques d'une part, et 
de produits . stimulants .la vigilance d! autre part, 
30 l 1 invention fournit une. presentation pharmaceutique 
caracterisee en ce qu 1 elle . renf erme respectivement les deux 
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. .types . de medicaments, . avec une ; notice . d * information 
appropriee. . . n f».. ; . 

, pans cette , presentation, les medicaments sont sous les 
formes, galenique^; appropriees pour, la vbie^d'Ladministration 
ctioisie. ( ■ .-■ : ■-;=-; :■. : 

Af in d • illustrery,. 1 invention/ - sans ; toutef ois en 
limiter : sa portee,; on,, rapportev ci-apres: les resultats 
d' observations, effectuees, sur des patients; de - maniere 
confidentielle, dans le .cadre, d» une hospitalisation. Le 
consentement des patients a. ete . obtenu ; apres, , leur avoir 
explique les modalites compassionelles de^ la ..prescription. 

CAS N°l 

Madame M. nee/ en 1937, est atteinte d'un cancer du 
sein droit depuis '1991. Apres avoir subi un traitement 
local chirurgical et radiothSrapeutique ; ] elle present e en 
1993' les premieres douieurs rev§latrices d'une diffusion 
metastiqiie osseuse. 

Un traitement chimiotherapique est immediatement 
instaure , 

Ces premieres ' difficulty douloureuses la conduisent 
en consultation sur la douleur, ou est initie rapidement un 
traitement morphinique. Celui-ci " la soulage, " mais 
occasionne un degre de somnolence important allant jusqu'a 
limiter, voire arreter, sa prescription k la demande de la 
patiente. Entre 1994 et 1997 Madame M. est regulierement 
suiVie a la consultation de la* douleur . 

Le traitement morphinique est repris a plusieurs 
reprises du fait de la survenue d' episodes douloureux en 
rapport avec I'eclosion de nouveaux foyers metastatiques 
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osseux, .puis arrete lorsque I'efficacite du traitement 
radiotherapique, alors institue, est obtenu. 

A parti^rde janvier 1996, le traitement morphinique ne 
pourra-,plu§:-etre interrompu. . Son ef f i'cacite ' est moderee du 
5 fait de la limitation de sa progression en posologies eu 
egard a la somnolence: qu'~il -occasionne. 

Deyant ,..la progression des pHenomenes douloureux, fin 
octobre ^1997,-la patient'e est 'hospitalifiee I A ce" moment, la 
posologie : du Moscontin est' a 100 mg deux fois par 24 
10 heuresV" son score EVA' est 60, "sa somnolence evaluee sur 
1 1 echelle ~ : d 'Ep worth est a 20. tJhe ' augmentation du 
Moscontin a 160 mg deux fois par 24 heures est effectuee. 

Apres stabilisation du niveau antalgique a un score EVA de 

® 

30, un traitement par Modiodal , initial ement a la 
15 posologie de 100 mg puis rapidement a 200 mg est instaure . 
Cette posologie permet de voir son score d'Epworth chuter 
au-dessous de 10. Cette qualite d' eveil lui a permis une 
reprise des relations familiales de meilleure qualite. 
L'ef ficacite de I'analgesie. et son meilleur . niveau de 
20 vigilance lui ont rendu possibles des promenades 
accompagnees . II est a noter aussi chez cette patiente une 
reprise alimentaire se traduisant par une prise ponderale 
de 2 kgs en 10 jours. 

25 CAS N°2 

Madame B. nee, en 1952, presente depuis 1987 un cancer 
du sein. 

Son evolution s'est faite sur le mode metastatique aux 
30 niveaux pulmonaire, hepatique et osseux. 
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... En , .septembre 1997, apparaissent : des " c ' r "'dbuleurs tres 
invalidantes. - cos tales droites qui la ~ i: c6rMuisent a la 
consultation de la douleur. Conjointement "a 5 des flashs de 
, radiotherapie > ,v est debute un traitementT :: antalgique qui 
5 associe dextr ©propoxyphene; paracetamol et ; clonazepam. La 
patiente a deja au cours -de sa ■ maladie pris de la morphine 
orale et , redoute ce : ' : produit- ' du : ' f ait de ' ses effets 
. hypnotiques . .-Elle souhaite continuer » = d» exercer son rhetier. 
Devant- la • persistance des :.phenohenes~ douloureux le "passage 
10 a la morphine orale s Vavere obligatoire. Le^ traitement : se 
fait par- Skenan ,- ,a la * dose - de 30 V mg, : deux fois 1 par 24 
heures. On -revoie :au bout de 4 8 heures^la patiente. Elle 
evalue sa douleur a 30 sur 1 -» echelle EVA, mais se sent tres 
somnolente. Elle ne souhaite pas -augmenter la posologie 
15 ■-: morphinique. Sept' jours- plus tard ea patiente consulte a 
nouveau,* -:; la : douleur est * c6tee a 60' et son etat de 
. somnolence.;: est" . ■■- important'^ - c6te a : 1:6 : siiir ' 3C i Echelle 
- d'Epworth. L J hospitalisation dans le but' d'equilibrer 

douleur et somnolence est acceptee 

. (g)' 

'20 Les doses de Skenan sont doublees d'emblee et on leur 

associe Immediatement 200 mg de Modiadal®. Le r€sultat est 
rapidement favorable tant sur le plan aiitalgique (EVA 20) 
qu'au niveau de la vigilance (cotation infer ieure a 10) . A 
la sortie de l'hopital Madame B. a pu reprendre ses 

25 activites prof essionnelles . 



30 CAS N°3 
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Monsieur L., ne en 1922, est traite depuis 1994 pour 
un . cance^ ,de :r la prostate. En juillet 1997 une localisation 
r vertebrale ^ ;: aervicale se revele: : par des - signes de 
compression, medullaire . Une laminectomie est pratiquee dans 
5 un premier temps suivie d ! une * radiotherapies Ces 
traitements vont permettre -.-de stabiliser les '• lesions 
neurologiques,.,- Cependant. Monsieur^ ;L. va conserver des 
douleurs ceryicales qui amenent. -a :debuter un traitement 
antalgique ;> par morphine oral e a; liberation prolongee. Ce 

10 traitement, consistant a administrer ■ du Moscontin , a 
raison de : , ^ 30 mg, deux fois par -24 heures, sera mal 
supporte tant :; .sur le plan digestif : (nausees) que cognitif 
(disorientation. , importante) . -Une premiere hospitalisation 
est proposee . Elle ;i r , permettra, la mise en route d 1 un 

15 traitement par morphine- squs- cut anee, en: continu, a la 
seringue electrique associe a 4u Clonazepam par voie orale. 
r Le patient s.qrt de 1 Vhopitaio la- L co.tation de; sa douleur sur 
I'echelle . EVA est -a 30. II .; f p§rsiste cependant une 
somnolence importante. 

20 Sur le plan vertebral, les signes de compression 

neurologique vont r£apparaitre progressivement . Les 
conditions de soin devenant difficiles a domicile, Monsieur 
L. est rehospitalise mi-octobre. A I'arrivee en 
hospitalisation, sa douleur cervicale est tou jours 

25 controlee par une dose moderee de morphine (40 mg) par voie 
sous-cutanee. II presente cependant un etat de somnolence 
majeur empechant tout dialogue suivi avec sa famille. (20 
sur l'echelle d'Epworth) . Un traitement par Modiodal 100 
mg, puis 200 mg, va lui permettre de recouvrir un etat de 

30 vigilance nettement superieur cote a 12. 
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CAS N°4 _ . ,~ 



Madame Q. , nee en 1929, 0a ete enuclee de l'oeil 
; ? au ^ e en 1995 -pour un melanome. de la .chorolde au-dessus de 
toiate res source therapeutique. . rconservatrice. En 1997, 
apparaissent des metastases hepatiques pour lesquelles un 
-traitement ,chimiotherap.ique est ef fectue ; Au. mois d'octobre 
1997, elle. cpnsulte pour ;des douleurs . vertebrales- cotees 60 
a I'EVA.-. ;Un . f trait.ement . morphinique; ■ par-, voie' orale 
.Moscontxn 100 mg x 2) " va permettre de' stabiliser ces 
phenomenes douloureux (EVA = 40) , mais ; au prix ; d T un ;; gtat de 
somnolence 'irivalidaiit . ' -Une hospitalisation ^ dans' ie" but de 
regler le probleme de ^ la somnolence 'est aicceptee par la 
patiente. -Un : traitemeint " par Wodafinil va permettre, a la 
dose de 3 00 mg, progressivement obtenue, de voir passer 
1* index de somnolence de 23 a 11. 



CAS N°5 



Madame B., nee en 1911, est suivie pour un cancer du 
sein. Son evolution metastatique s'est faite au niveau 
osseux. Elle presente une m§tastase sus cotyloidienne tres 
douloureuse lui empechant toute mobilite de la hancfee . Une 
radiotherapie n'a pu regler le probleme algique. Un 
traitement morphinique va etre instituer a domicile, il va 
tres rapidement entrainer une somnolence forte, rendant les 
soins a la maison impossibles. L'antalgie n'est pas 
correctement obtenue (EVA = 40). L 'hospitalisation va 
permettre de regler le probleme antalgique en utilisant la 
morphine par voie sous-cutanee a raison de 4 0 mg 
(equivalent -dose superieur a la dose qu'elle prenait par 
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voie orale) ainsi que la somnolence, par une dose de 200 mg 
de modafinil par jour (l 1 index de somnolence va passer de 
22 a 15)-v -:c- li.-. * .*■ ' 

Cea, ;cas ^pildtes montrent 1'efficacite du modafinil sur 
5 la somnolence- morphinique', .voire sur celle assbciee au 

clonazepam.., * ■ ! *-' * . ■ 

L' invent ion^fourrrit ainbi les— moyens * d'activer les 
structures : d' eveil. d'un patient sous : - traitement morphinique 
entrainant un - etat de somnolence/- sans ef fet sur le systeme 
10 ,,peripherique . L 1 invention permet en particulier un retour 
. au ; .moins- partiel, voire total, a une.. condition, physique 
normale pour le patient atteint i d'un. cancer ou souffrant de 
sequelles. douloureuses.d ' affections graves. Elle permet 
egalement d ? augmenter, la tolerance, a la morphine . . 
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REVEND I CAT IONS 



1 ; Utilisation, pour' la fabrication .de, medicaments a 
effet d'eveil dans des situations de troubles de la 
vigilance lies a un traitement .morphinique, des composes de 
benzhydryl sulfinyle repondant a <la : f ormule generale (I), 




dans laquelle, 

- chacun des cycles .peut etre substitue par un ou plusieurs 
groupe s F , CI , Br , CF 3 , N0 2 / NH 2 , alkyle en C L -C 4 , alkoxy en C x -C 4 , 
methylenedioxy ; 

. R _„ re P^esente im groupe 'hydroxyle, un atome* d'hydrogene, 
\in groupe alkyle en C^C^, un groupe hy droxy alkyle en Cx-C*, 
ou un groupe R^N-Y-, oil Y est un reste hydrocarbone en C x - 
C 4 a chaine lineaire ou ramif iee ; 
^ ' . n , - est erit i er ®gal a 1,2 ou 3 et leurs sels 

d ■ addition lorsque R comporte un reste basique, 

2 S *- Utilisation selon la revendication 1, caracterisee 
en ce que R represente un groupe -OH ou un atome 
d'hydrogene. 

3.- Utilisation selon la revendication 2, caracterisee 
en ce que . le compose de benzhydryl sulfinyle est l'acide 
benzhydryl sulf inyl-acetohydroxamique de formule (II) , 
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4. Utilisation seldn la revendication " 2 , caracterisee 
en ce" que le compose de benzhydryl ' suit inyle 'est le 
5 benzhydryl sulf inyl-acetamide de formule (XII), 



c-> so- ( c-: 2 ) a - CC-NKa 



10 




5. Utilisation selon l'une quelconque des 
revendications la 4, caracterisee " en ce que lesdits 

15 medicaments renf erment ~ les '"composes de "benzhydryl sulf inyle 
a raison de 50 a 600 mg,_de preference de 100 a 300 mg. 

"' g'; utilisation selon la ' revehdicat ion 5,' caracterisee 

en ce ' que les medicaments' sont " prepares pour une 
administration par' voie "orale, sous' ' forme de gelules, 

20 comprimes, dragees ou capsules. 

7.- utilisation selon la revendication 5, caracterisee 
en ce que les medicaments sont " prepares pour une 
administration par voie injectable/ ' soUs forme de solutions 
dans des ampoules injectables. 

25 8. Utilisation selon la revendication 5, caracterisee 

en ce que les medicaments sont prepares pour une 
administration par voie transcutanee, sous forme de patch. 

9. Presentations pharmaceutiques ,' caracterisees en ce 
qu'elles renferment des medicaments antalgiques et/ou anti- 

30 depresseurs et/ou anxiolytiques d'une part. et des 
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medicaments a effet stimulant de la vigilance" d ' autre." "part , 
avec une notice d' information. 
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